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A). LACTON1SATION OF MEVINOLINIC ACID (II) AND ISOLATION OF PURE LOVASTATIN (I) 

Mineral Acid 20°C ^ 



Fermentation Broth 
pH: 3.4 to 3.6 



Without Filtration 



Filtration 



Fermentation Broth 
pH: 3.4 to 3.6 



Hydrophobic solvent 



Mycelia Cake 
pH: 3.4 to 3.6 



Ii) Bubbling inert gas 
▼ ii) Heat; 50 -60°C 



Biphasic System 



i) Bubbling inert gas 

ii) Heat; 5 0-60°C 
1 Biphasic System 1 



Layer separation 



Layer separation 



Organic layer ) 



i) Alkaline wash 

ii) water wash 



i) Alkaline wash 

ii) water wash 



Organic layer 
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i) Evaporation i) Evaporation 

ii) Crystallisation from ii)Crystallisation from 
hydrophobic solvent hydrophobic solvent 
0-10°C 0-10°C 

iii) Filter and dry(40°C) iii) Filter and dry (40°C) 

J under vacuum under vacuum i 
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Impure Lovastatin (1) 
Purity: 93.7% 




Impure Lovastatin (1) 
Puritv: 93.7% 



B). PURIFICATION OF IMPURE LOVASTATIN (I) 
i) Purification of lovastatin (I) using a mixture of dichloromethane and toluene. 



Impure Lovastatin 



Chlorinated solvent or a mixture of a 
hydrophobic solvent and chlorinated solvent 



Hydrophobic solvent — 
(optional, if not added) 



i) Agitate for 10 minutes 
8-1 2°C 

ii) Filter to remove sus pended i mpurities 



Clear mfrture 



i) Heat 50-60°C; 
30 minutes 

ii) Filtration 



Activated carbon 
(optional) 



Clear mixture 
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i) Distillation; 40-50°C 

ii) Cool ; 0-1 0°C 

riii) Filter and dry at 40 


Lovastatin (1) 
purity > 98.70% 



FIG. 1 
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ii) Recrystallisation of Lovastatin (I) from isopropanol [obtained in step B (i) 

Lovastatin (I) ► | Isopropanol "~| 

~~ I i) Heat at 69-73°C; 30 minutes 

ii) Cool to -2 to +2°C ; stir for 2 hours 



Crystalline Lovastatin 

n 

i) Filter; wash with isopropanol 

ii) Drying at 35-40°C 
▼ under va cuum 

Pure Lovastatin (I) 
Purity:99.3% 



C). PURIFICATION OF LOVASTATIN(I) [as obtained in step B(ii>] (Optional) 
Lovastatin ► 



Acetone 



-Alumina 



Clear mixture 



i) Heat for 60 minutes 
50-60°C 

ii) Filtration 



Pure Lovastatin 
purity > 99.5% 



i) Cool 0-1 0°C; 
120 minutes 

ii) Filter an d dry under vacuum at 40°C 



FIG. 1 ...contd 
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Fig. 2 



Conversion of Mevlnolinlc Acid Into LOVA wrt TIME 
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Fig. 3 



